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IN THE UNITED STATES PATENT AND TRADEMARK OFFICE 

Application of Charles S. Schasteen, et al. Art Unit 164S 

Serial No. 10/0 05,510 
Filed November 8, 2001 

S^JSSST^CoSSinO™ FOR THE CONTROL OF OOCCIDIOSIS 
Examiner Vanessa L. Ford 

APPEAL BRIEF 

This is an amended appeal from the final rejection of the 
claims of the above -identified application made in the Office 
action dated June 13, 2006. This amended appeal brief is being 
filed in response to the Notification of Non~Compliant Appeal 
Brief dated March 20, 2007 . A Notice of Appeal was filed on 
September 13, 2006. 

I. REAL PARTY IN INTEREST 

The real party in interest in connection with the present 
appeal is Novus International, inc. of 530 Maryville Centre 
Drive, St. Louis, Missouri 63141, a corporation of the state of 
Delaware, owner of a 100 percent interest in the pending 
application. 

II. RELATED APPEALS AND INTERFERENCES 

Applicants are unaware, of any pending appeals or 
interferences which may be related to, directly affect or be 
directly affected by, or have a bearing on, the Board's decision 
in the pending appeal . 
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III. STATUS OF CLAIMS 

Claims 1, 4-30, 113-116, 118-119, 136-146, 148-150, and 
153-154 are currently pending in the application, claims 2-3, 
31-112, 117, 120-135, 147, and 151-152 have been cancelled, and 
claims 144-145 have been withdrawn. A copy of the pending 
claims appears in the Claims Appendix of this Brief. 

Claims 1, 4-22, 29-30, 113-116, 118-119, 136-142, 146, 148- 
150, and 153-154 stand rejected under 35 U.S.C. §102 (a) as being 
anticipated by Cc-nkle, et al. (WO 00/50072), and under 35 U.S.C. 
§102 (b) as being anticipated by Evans, et al. (WO 96/40234). 

Claims 1, 4-30, 113-116, 118-119, 136-143, 146, 148-150, 
and 153-154 stand rejected under 35 U.S.C. 5103(a): <D over 
Conkle, et al. (WO 0050072) in view of Brown, et al. (U.S. 
Patent No. 6,019,985), and (2) over Evans, et al. (WO 96/40234) 
in view of Brown, et al. (U.S. Patent No. 6,019,985). 

The rejections of claims 1, 4-22, 29-30, 113-116, 118-119, 
136-142, 146, 148-150, and 153-154 under 35 U.S.C 5102(a) and 
§102 (b) and the rejection of claims 1, 4-30, 113-116, 118-119, 
136-143, 146, 148-150, and 153-154 under 35 U.S.C. 5103(a) are. 
being appealed. 

IV. STATU8 OF AMENDMENTS 



NO 



amendments have been filed after the final rejection. 



V. SUMMARY OF CLAIMED SUBJECT MATTER 
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The following summary correlates claim elements to specific 
embodiments described in the application specification, but does 
not in any manner limit claim interpretation. Rather, the 
following summary is provided only to facilitate the Board- s 
understanding of the subject matter of this appeal. 

Claim 1 of the application is directed to a composition for 
the prevention or control of coccidiosis comprising viable 
sporulated oocysts (see, e.gr., Specification, p. 6, line 14) 
that are derived from an oocysts source comprising bacterial 
contamination (see, e.g., Specification, p. 13, lines 6-8) and 
comprise at least one species of protozoa known to cause 
coccidiosis (see, e.g., Specification at p. 6, lines 14-15) , 
wherein said composition is sterile and contains at least about 
10,000 oocysts per milliliter and less than about 0.4% by weight 
of alkali metal dichromate (see Specification, p. 46, lines 23 
and 26-27) , said composition being substantially free of 
bacterial contaminants which are present in said source but have 
been separated from said oocysts by tangential flow filtration 
of an aqueous process medium containing said oocysts and said 
bacterial contaminants using a filter membrane having a pore 
size such that sporulated oocysts cannot enter the pores, but 
said bacterial contaminants can pass through the pores (see, 
e.g., specification, p. 34, line 25 to p. 35, line 19,- see also 
Specification, p. 38, line 22 Co p. 39, line 13). 

Claim 9 of the application is directed to a composition for 
the prevention or control of coccidiosis comprising viable 
sporulated oocysts (see, e.g., Specification, p. 6, line 14) 
that are derived from an oocyst source comprising bacterial 
contamination (see, e.g., Specification, p. 13, lines 6-8) and 
comprise at least one species of protozoa known to cause 
coccidiosis (see, e.g., Specification at p. 6, lines 14-15), 
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wherein said composition is sterile and contains at least about 
300 oocysts per milliliter and less than about 0.002% by weight 
of alkali metal dichromate (see Specification, p. 57, claim 9), 
said composition being substantially free of bacterial 
contaminants which are present in said source but have been 
separated from said oocysts by tangential flow filtration of an 
aqueous process medium containing said oocysts and said 
bacterial contaminants using a filter membrane having a pore 
gize such that sporulated oocysts cannot enter the pores, but 
said bacterial contaminants can pass through the pores (see, 
e.g., Specification, p. 34, line 25 to p. 35, line 19; see also 
Specification, p. 38, line 22 to p. 39, line 13). 

Claim 10 of the application is directed to a composition 
for the prevention or control of coccidiosis comprising viable 
sporulated oocysts (see, e.g., Specification, p. 6, line 14) 
that are derived from an oocysts source comprising bacterial 
contamination (see, e.g., Specification, p. 13, lines 6-8) and 
comprise at least one species of protozoa known to cause 
coccidiosis (see, e.g., Specification at p. 6, lines 14-15), 
wherein said composition is sterile and contains less than about 
5.0 x 10° (ig of alkali metal dichromate per oocyst (see 
specification, p. 47, lines 19-20 and p. 57, claim 10), said 
composition being substantially free of bacterial contaminants 
which are present in said source but have been separated from 
said oocysts by tangential flow filtration of an aqueous process 
medium containing said oocysts and said bacterial contaminants 
using a filter membrane having a pore size such that sporulated 
oocysts cannot enter the pores, but said bacterial contaminants 
can pass through the pores (see, e.g., Specification, p. 34, 
line 25 to p. 35, line 19; see also Specification, p. 38, line 
22 to p. 39, line 13) . 
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Claim 23 of the present application is directed to the 
composition as set forth in claim 14, further comprising a 
composition that ameliorates a decline in post challenge 
performance (see Specification, p. 44, lines 3-22 and p. 58, 
claim 23) . 

Claim 30 of the present application is directed to a 
composition as set forth in claim 29, further comprising a 
composition that ameliorates a decline in post challenge 
performance (see Specification, p. 44, lines 3-22 and p. 60, 
claim 30} . 

Claim 113 of the present application is directed to a kxt 
for the prevention or control of coccidiosis comprising, the 
composition of claim 1, and instructions for administration of 
said composition to an animal (see, e.g., Specification, p. 7, 
lines 28 and 30-31, and p. 72, claim 113). 

Claim 139 of the present application is directed to a 
composition as set forth in claim 137 wherein said composition 
comprises viable sporulated oocysts of Eimeria acervulina, 
Elmeria maxima, and Eimeria tenella in a ratio defined by the 
minimum immunizing dose and amount determined by storage half 
life determinations (see Specification, p. 45, line 17-27, and 

p. 75, claim 139) . 

Claim 142 of the present application is directed to a 
composition as set forth in claim 137 comprising a composition 
which ameliorates a decrease in post challenge performance (see 
Specification, p. 44, lines 3-22 and p. 76, claim 142). 

VI. GROUNDS OF REJECTION TO BE REVIEWED ON APPEAL 

. The issue on appeal is whether the subject matter of claims 
1, 4-22, 29-30, 113-116, 118-119, 136-142, 146, 148-150, and 
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153-154 aatisfy the requirements of 35 U.S.C. §102 (a) and 
§102 (b), and whether the subject matter of claims 1, 4-30, 113- 
116, 118-119, 136-143, 146, 148-150, and 153-154 satisfy the 
requirements of 35 U.S.C. 5103(a). Accordingly: 

A. Applicants appeal the rejection of claims 1, 4-22, 29- 
30, 113-116, 118-119, 136-142, 146, 148-150, and 153-154 as 
anticipated by Conkle, et al. (WO 00/50072) under 35 U.S.C. 
§102 (a) . 

B. Applicants appeal the rejection of claims 1, 4-30, 
113-116, 118-119, 136-143, 146, 148-150, and 153-154 as 
unpatentable under 35 U.S.C. §103 (a) over Conkle, et al. (WO 
00/50072) in view of Brown, et al . (U.S. Patent No. 6,019,965). 

C. Applicants appeal the rejection of claims 1, 4-22, 29- 
30, 113-116, 118-119, 136-142, 146, 148-150, and 153-154 as 
anticipated by Evans, et al. (WO 96/40234) under 35 U.S.C. 

§102 (b) . 

D. Applicants appeal the rejection of claims 1, 4-30, 
113-116, 118-119, 136-143, 146, 148-150, and 153-154 as 
unpatentable under 35 U.S.C. §103 (a) over Evans, et al . (WO 
96/40234) in view of Brown, et al. (U.S. Patent No. 6,019,985). 

VII . ARGUMENT 




independent claim 1 is directed to a composition for the 
prevention or control of coccidiosis comprising viable 
sporulated oocysts that are derived from an oocysts source 
comprising bacterial contamination and comprise at least one 
species of protozoa known to cause coccidiosis, wherein said 
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composition is sterile and contains at least about 10,000 
oocysts per milliliter and less than about 0.4% by weight of 
alkali metal dichromate, said composition being substantially 
free of bacterial contaminants which are present in said source 
but have been separated from said oocysts by tangential flow 
filtration of an aqueous process medium containing said oocysts 
and said bacterial contaminants using a filter membrane having a 
pore size such that sporulated oocysts cannot enter the pores, 
but said bacterial contaminants can pass through the pores. 

As defined in claim 1, the claimed composition is not only 
substantially free of live bacteria that can be killed by sodium 
dichromate, but is also substantially free of dead bacteria and 
cellular debris that are derived from the source and remain m a 
vaccine composition after chemical treatment. 

Conkle, et al. describe a method for preparing a vaccine 
against avian coccidiosis. The method of Conkle, et al. 
includes obtaining coccidial oocysts from a fecal suspension, 
homogenizing the fecal suspension, separating the oocysts from 
the fecal debris, sporulating the oocysts, bleaching the 
sporulated oocysts, washing the bleached oocysts, and 
concentrating the sterile washed oocysts. 

Significantly, however, Conkle, et: al. fail to disclose or 
suggest an oocyst- containing composition that is substantially 
free of bacterial contaminants that are: 

..present in said source but have been separated from 
said oocysts by tangential flow filtration of an 
aqueous process medium containing said oocysts ana 
said bacterial contaminants using a filter membrane 
• with a pore size such that sporulated oocysts cannot 
enter the pores, but said bacterial contaminants can 
pass through the pores" 

Conkle, et al . state that oocysts may be washed following 
sporulation to reduce th e ^sidual oxidant concentration to an 
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acceptable level . Serial washings may be conducted, preferably 
by membrane filtration, and more preferably by diaf iltration. 
Serial washing or diaf iltration may also be used after bleachmg 
to reduce the residual oxidant concentration in the bleached 
suspension (e.g., the concentration of sodium hypochlorite in 
the suspension), to an acceptable level. 1 

It is important to understand that the washing and 
filtration steps of Conkle, et al. do not render the Conkle, et 
al vaccine "substantially free of bacterial contaminants." 
Significantly, Conkle, et al. fail to disclose or suggest the 
use of a filter pore size small enough to prevent sporulated 
oocysts from entering the pores, but large enough to allow 
bacteria to pass through the pores. Rather, the only mention in 
Conkle, et al. of pore size is a statement that in the case of 
membrane filtration, "the membrane pore size is selected to 
allow passage of solutes through the membrane while restricting, 
the passage of the oocysts from one side of the membrane to the 
other." 2 There is no statement or suggestion in conkle, et al. 
that the pore size should be large enough to allow the passage 
of bacteria, as well as solutes. In fact, such a pore size 
would not be necessary to achieve the stated purpose of washing 
in Conkle, et al., i.e., to reduce the residual oxidant 
concentration to an acceptable level. 

furthermore, it is important to understand that "bacterial 
contaminants," as specified in claim 1 encompass not only live 
bacteria, but non-viable contaminants such as dead bacteria and 
cellular debris that remain after treatment with an anti- 
bacterial agent. As specified in claim 1, the pore size of the 

* "Fonowing bleacning, the bleached I ^ptabl'e ^""Skj?. 

reduce the residual oxidant concentration to an aceeptacLe xe 

^le^et'al 1 ^ p. 3 "" in. 19-20 (a.phasis added) - 
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filter membrane used during tangential flow filtration is large 
enough to allow bacteria to pass through. As a consequence, the 
oocysts retained by the filter membrane have been separated from 
both viable *»d non-viable contaminants, such as bacteria and 
cellular debris. The composition of claim 1 thus contains a 
much lower amount of bacterial contaminants (both viable and 
non-viable) than would be present were the pore size small 
enough to retain bacteria as well as oocysts. 

In contrast, while treatment according to conkle, et al. . 
may be effective for killing bacteria (e.g., Conkle, et al. 
teach the treatment of their compositions with antibacterial 
agents such as hydrogen peroxide or sodium hypochlorite) , 
Conkle, et al. fail to teach or suggest removal of non-viable 
v^.r.eria or bacterial debris (or any remaining live bacteria) , 
whether by tangential flow filtration or otherwise. Nor would 
the washings described in Conkle, et al . inherently remove non- 
viable bacteria or bacterial debris . As will be recognized by 
those skilled in the art, the typical pore size of diaf titration 
membranes would be small enough to retain most bacteria and 
bacterial debris. 3 The composition of conkle, et al. thus can be 
said to comprise a greater amount of non-viable bacterial 
contaminants than the composition of claim 1. 

Furthermore, there is no recognition anywhere in Conkle, et 
al. that it would even be desirable to separate oocysts from 
non-viable bacteria or bacterial debris that may be present in 
the composition or during processing. In fact, Conkle, et al . 
fail to even recognize the problems associated with oocyst- 
containing compositions that comprise non-viable bacteria or 



0.001 vim 
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bacterial debris, much less how such problems may be addressed/ 
Consequently, in contrast to the composition of claim 1, Conkle, 
et al. do not disclose oocyst -containing compositions that are, 
either expressly or inherently, substantially, free of bacterial 
contaminants which are Pjgsent in a source but have been 
3 eparated from the oocysts by tangential flow filtration of an 
aqueous process medium containing the oocysts and the bacterial 
contaminants (including non-viable bacterial contaminants) usxng 
a filter membrane having a pore size such that sporulated 
oocysts can not enter the pores, but bacteria can pass through 
the pores- 

As stated in MPEP §2131, a claim is anticipated under 35 
U.S.C. §102 only if *ach and eve ry element as set forth in the 
claim is found, either expressly or inherently described, in a 
single prior art reference. For the reasons discussed above, 
Conkle, et al. fail to describe each and every element of claim 
1, and therefore do not anticipate claim 1. 

^n Sr . s Respon se to Applicants- Position on Novelty 
In response to applicants' arguments, the Examiner has 
stated that "the purification or production of a product by a 
particular process does ™* *™°»rt novelty or unobviousness to a 
product when the same product is taught by the prior art," 
(emphasis in original), and that [t] his is particularly true 
when the properties of the product are not changed by the 
process in an unexpected manner." 5 



7 I ITTT^. <.hT„nhural difference between the compositions of 

< Applicants note that the st ™° fc ^ .^"r^ (e.g., a lower amount of non- 
claim X and the composxtxons at ?Li thTcompo sition of claim 1 with 
viable bacterial contaminants) also proviaes tne comp . ■ _ * 

FZr? e .r£ t £*i>- U** «fl« accion. .J» P- 3 <* «- 

action. 
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But the premise of this argument fails because here the 
"same product" is not taught by the prior art. It must be 
respectfully emphasized that the Examiner's entire rejection is 
predicated on the erroneous premise that claim 1 fails to 
specify a structural difference from the Conkle, et al. (and 
Evans, et al.) references. 6 In particular, the Office action 
states that limitations such as 

said composition being substantially free of bacterial 
contaminants which are present in said b ^ aVe 
been separated from said oocysts by tangential flow 
filtration of an aqueous process medium containing 
said oocysts and said bacterial contaminants using a 
filter membrane having a pore size such that 
sporulated oocysts cannot enter the pores, but said 
bacterial contaminants can pass through the pores 
are merely process limitations. 7 This statement is clearly 
erroneous. Claim 1, and indeed each pending claim, expressly 
requires that the composition be .'substantially free" of a 
specified class of bacterial contaminants, i.e., the bacterial 
contaminants that are present in the source. This is not only a 
^t-.ructural d ifference , but a highly important structural 
difference from the teachings of both Conkle, et al. and Evans, 
et al.; not a mere "process limitation." Once the difference is 
appreciated, it is respectfully submitted that the entire basis 
for the various rejections falls away. 

Applicants acknowledge that the extent of the freedom from 
bacterial contaminants is expressed in product -by -process 
language. This measure has been adopted because the extent of 
freedom from bacterial contamination has not been narrowly 
quantified and thus cannot be expressed in terms of a 
numerically defined concentration. However, even as expressed 
in product -by-process language, the extent of freedom from 



• see p. 7, section A of the final Office action dated June 13, 2006 
■> see ?! ^ 8 < sections A and B of the final Office actxon. 
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bacterial contaminants comprises a further structural 
limitation; and such further structural limitation must also he 
considered in evaluating the novelty and patentability of the 
claims. As stated in the MPEP: 

The gt-ructure implied by the process steps should be 
considered when assessing the patentability or 
nroduct-by-process claims over the prior art, 
especially where the product can ^^V^de of 
the process steps by which the product is made, or 
^Rre the manufacturing process steps would be 
^ ^■cted to impart dista nt- iva structural 
characteristics to the final product. 

Applicants submit that a "distinctive structural characteristic- 
is imparted by specifying the freedom from bacterial 
contaminants with reference to tangential flow filtration using: 
"a filter membrane having a pore size such that 
sporulated oocysts cannot enter the pores, but said 
bacterial contaminants can pass through the pores" 

Thus, both the express substantial exclusion of "bacterial 
contaminants which are present in said source" and the product- 
by-process limitations impose a structural limitation on the 
claim. 

For the reasons set forth above, the substantial exclusion 
of bacterial contaminants derived from the source of oocysts and 
the product -by-process limitations impose a structural 
limitation on the claim and distinguish the teachings of Conkle, 
et al. under 35 U.S.C. §102. ^ 

The authorities cited by the Examiner, i.e., Xn re Thorpe, 
In re Marosi," and in re Brown," are not to the contrary. They 
involve rejections of P roduct-by-process claims under §102 where 



8 MPEP §21X3 (emphasis added) ■ 

9 227 USPQ 964 (Fed. Cir. 1985) . 

10 218 USPQ 289 (Fed. Cir, 1983). 

11 173 USPQ €85 (C*C'.P.A. 1972). 
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the applicant (b) had failed to identify any structural 
difference from the prior art, backed up by rejections under 
§103 on the basis that, if there were any structural 
differences, they were "slight." But none of these authorit.es 
supports either of the propositions for which they are cited in 
the Office action, i.e., none of these cases supports either: 
(i) the contention that a purified composition lacks novelty 
over a corresponding unpurified composition; or (ii) the 
suggestion that "unexpected properties" are required for 
novelty . 

Applicants further note that .MPEP §2144.04 states: 

Pure materials are novel vis-a-vis less pure or impure 
materials because there is a difference between pure 
and impure materials. Therefore the issue is ^ether 
claims to a pure material are unobvious over the prior 
art- 

in the final Office action, the Examiner declined to apply 
MPEP §2144, stating that this section focuses on rationale for 
supporting a 103(a) rejection, whereas the rejection over 
Conkle, et al. is set forth under §102, not §103." Applicants 
respectfully note that, while some provisions of the MPEP relate 
to §103 (a), MPEP §2144.04 supports the proposition that pure 
materials are novel as compared to less pure or impure 
materials, because there is a difference between pure and impure 
materials. 

This principle is further supported by in re Bergscrom, 427 
F.2d 1394, 166 USPQ 256 (CCPA 1970), where the PTO had rejected 
claims to certain pure prostaglandin compounds for lack of 
novelty in light of the material from which it was extracted. 
On appeal, tne court held; 
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W e need not decide the merits of that matter for the 
fundamental error in the Board's position, as we see 
it is the analysis and answer it gave to the sole 
£ s ue it accurately posed - -whether the claimed pure 
. materials are novel as compared to the less pure 

materials of the reference- ... It seems to us that the 
answer to that question is self -evident : by 
definition, pure materials necessarxly differ from 
lees pure or impure materials. . . 

Applicants thus submit that claim 1 is patentable under 35 
U.S.C. §102 over Conkle, et al. 

in the Response to Arguments section, the final action also 
states that "the well accepted meaning for the term 'purify' or 
-purified' means 'to clear from material defilement or 
imperfection or to rid unwanted contaminants.' Therefore, the 
prior art does teach the removal of unwanted contaminants." By 
this statement, the Examiner appears to be suggesting that the 
compositions of Conkle, et al. are "purified," and therefore 
anticipate claim 1. But the contention fails because the 
unwanted contaminants removed by Conkle, et al. is the oxidant, 
not the bacterial contaminants that are excluded by claim 1. 

As noted above, Conkle, et al. describe washing the oocysts 
to reduce the residual oxidant concentration to an acceptable 
level While the oxidant (e.g., sodium hypochlorite) may be an 
-unwanted contaminant" according to the Examiner's definition of 
purify, the removal of oxidant from the oocyst compositions of 
Conkle, et al. does not undermine the patentability of 
applicants' claim 1. In this regard, it should be remembered 
that claim 1 does not state that the composition is "purified, " 
but rather, requires the composition be "substantially free of 



11 See p 10, §C of the final Office action. 

" aTrastrom, 166 USPQ at 262 (emphasis added by court) 

» see I T. section C of the final office *ct l0 n. 
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bacterial contaminants [which include both viable aneLg pn- viable 
contaminants! which are present in said source but nave been 
separated from said oocysts by tangential flow filtration of an 
aqueous process medium containing said oocysts and said 
bacterial contaminants.-" For the reasons set forth above, 
conkle, et al . simply fail to disclose such a composition. 

Furthermore, the Examiner appears to be misconstruing 
applicants- arguments. Applicants have not stated that Conkle, 
et al do not remove any unwanted material from the compositions 
described therein. But applicants have identified a structural 
difference between the composition set forth in claim 1 and the 
oocyst-containing compositions of Conkle, et al. In particular, 
conkle, et al. fail to disclose oocyst-containing compositions 
that are ..substantially free of bacterial contaminants , - 
including both viable and non- viable contaminants. 

^miner's Co mments Relatin g t o Obvio usness under §103 
The Examiner also makes several arguments that relate to 
obviousness under §103 rather than novelty under §102, although 
the Office action contains no express obviousness rejection over 
Conkle, et al. alone, in this category is the contention that a 
showing of "unexpected properties" or some other secondary 
consideration is necessary to establish novelty." Contrary to 
the Examiner- s assertion, novelty requires nothing unexpected, 
only that the claimed subject matter differs from what can be 
found in the four corners of any single reference. 

-Unexpected properties" is an issue which can arise in the 
context of obviousness . Unexpected properties are not a 
requirement for non- obviousness; but they can be relevant as 
secondary evidence overcoming a rejection for prima facie 



See p. 9, IB and p. 3 of the final Office action. 
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obviousness as made under the three part inquiry mandated by 
Graham v. John Deere, 383 U.S. 1 (1966). «. Str»to£lex. Inc. 
v. Aeroguip Corp., 713 P. 2d. 1530 (Fed. dr. 1983). 

in the instant application, the Examiner has neither 
entered a rejection under §103 (a) based on Conkle alone nor 
offered any basis for prima facie obviousness of a coccidiosis 
vaccine which is substantially free of bacterial contaminants of 
the type that are universally present in the source from which 
the oocysts are derived. In the absence of prima facie 
obviousness, there is no burden on applicants to offer secondary 
evidence of any sort, whether by commercial success, failure of 
others, unexpected properties, or otherwise. 

While section B of the final action requires a showing of 
unexpected properties or other secondary considerations in the 
context of the §102 rejection over Conkle, et al.," section D of 
the action makes seemingly contradictory statements (p. 10) . 
Specifically, the Examiner has agreed with applicants that a 
rejection under §103 has not been made, and further stated that 
applicants' remarks relating to unexpected results are 
irrelevant to a §102 rejection. Thus, the Examiner appears to 
be acknowledging in section D that a showing of unexpected 
properties is not required to overcome a rejection under §102, 
while requiring in Section B that applicants show unexpected 
properties to overcome the present §102 rejection. 

In another passage that could be relevant only to a 
rejection for obviousness, the final Office action suggests a 
need for side by side comparison of the claimed vaccine with 
Conkle, et al.". However, the need for such comparison could 
arise only if there were prima facie obviousness, which has not 
been shown. Even if prima facie obviousness had been shown. 

" See p. 9. section B and p. 3 of the final office action. 



PAGE 20/58 * RCVD AT 4/212007 4:51:14 PM [Eastern Daylight Time] * SVR:USPTO-EFXRMI36 * DNIS:2738300 * CSID:3142314342 * DURATION (miBS):1M4 



APR-02-2007 HON 04:54 PM SENNIGER POWERS FAX NO. 3142314342 P. 



NVI 5183.1 
PATENT 

side by Bide comparison would be needed only if experimental 
evidence were necessary to establish an unobvious difference 
from the prior art. Here the substantial absence of bacterial 
contamination is a material and unobvious difference, and 
flowing from that difference is an important difference in 
potential pyrogenicity . 

Claim 1 is thus patentable over Conkle, et al . under §102. 
Claims 4-8. 14-22. 29-30. 113-116, 118-119, 136-142, 146. 
148-150, and 153-154 depend either directly or indirectly from 
claim 1 and are thus patentable for the same reasons as set 
forth above for claim 1 as well as for the additional elements 
they require. 

Claim 9 is similar to claim 1, except the composition 
comprises at least about 300 oocysts per milliliter and less 
than about 0.002% by weight of alkali metal dichromate. Claim 
10 is similar to claim 1. except the composition comprises less 
than about 5.0 x lO" 3 ug of alkali metal dichromate per oocyst 
and has no limitation on the amount of oocysts per milliliter. 
Claims 9 and 10, as well as claims 11-13 which depend either 
directly or indirectly from claim 10, are thus patentable for 
the same reasons as set forth above for claim 1, as well as for 
the additional elements they require. 

Claims 30 and 142 

Claims 30" and 142 19 are indirectly dependent on claim 1, 
and are thus patentable for the same reasons as set forth above 
for claim 1. Furthermore, the Examiner's evaluation of these 



performance 



17 
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claims appears to be prejudiced by misinterpretation thereof. 
The final Office action states that "[cjlaim limitations such as 
•the composition ameliorates a decline or decrease in post 
challenge performance' ... are being viewed as inherent and as a 
limitation of intended use." 20 

Claims 30 (dependent on claim 29) and 142 (dependent on 
claim 137) are directed to compositions which further comprise, 
as a component thereof, a composition which ameliorates a 
decline or decrease in post challenge performance (i.e. an 
ameliorating composition) . Examples of compositions which 
ameliorate a decline or decrease in post -challenge performance 
include, for example, cytokines, growth factors, chemokines, 
mitogens, and adjuvants. Specific examples of ameliorating 
compositions are set forth on page 44 of the Specification. 

The phrase "which ameliorates a decline [or decrease] in 
post challenge performance" thus does not specify a mere 
property of the composition as a whole, but instead defines an 
additional component of that composition by a functional 
characteristic which that component possesses. Such 
-ameliorating composition" is a component that is included in 
the sporulated oocyst containing compositions of claims 29 and 
137 to provide the compositions claimed in claims 30 and 142. 
The phrase "which ameliorates a decrease tor decline] in post 
challenge performance" thus does not refer to a mere intended 
use, but rather, to an ameliorating composition which is a 
component of the compositions of claims 30 and 142. 

in addition, the Examiner has provided no evidence to 
support the contention that the claim limitation "the 



i> 14, -s a as follows: "A composition as set forth in claim 137 

eoSSli . c^osrSoTwhioh ameliorates a decrease in post challenge 
performance," 

26 See p. 2 of final Office action. 
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composition ameliorates a decline or decrease in post challenge 
performance" is inherent in Conkle, et al. This contention 
apparently flows from reading -composition" in this context as a 
property of the vaccine as a whole rather than as a component 
thereof as explained above. In any case, a finding of inherency 
cannot be based on mere assumptions by the Examiner. Rather, to 
establish inherency, "the examiner must provide a basis in fact 
and/or technical reasoning to reasonably support the 
determination that the allegedly inherent characteristic 
necessarily flows from the teachings of the applied prior art 
The final Office action provides no such basis. 

in contrast to the compositions of claims 30 and 142, an 
ameliorating composition is not present as a component of the 
sporulated oocyst suspensions of Conkle, et al. Rather, the 
oocysts described in Conkle, et al. are merely suspended in an 
oxidant during spoliation, and then may be washed using water 
following sporulation. The compositions of Conkle, et al. 
cannot be said to necessarily comprise a composition that 
ameliorates a decrease or decline in post challenge performance. 
Claims 30 and 142 are thus novel and patentable for this further 
reason. 



ii 



21 



Claim 113 

Claim 113, directed to a kit comprising the composition of 
claim 1 and instructions for administration of the composition 
to an animal, depends from claim i. Claim 113 is thus 
patentable for the same reasons as set forth above for claim 1 
as well as for the additional elements it requires. 

in rhe final Office action, the Examiner has supported the 
rejection of claim 113 by stating that a package insert, such as 



" MPEP S2112. 



PAGE 23/58 * RCVD AT 4/2/2007 4:51:14 PM [Eastern Daylight Time] * SVR:USPTO-EFXRF^6?36 * DNIS:2738300 * CS1D:3142314342 * DURATION (mm-ss):10-14 



APR-02-2007 MON 04:55 PM SENNIGER POWERS FAX NO. 3142314342 P. 



NVI 5183.1 
PATENT 

instructions, does not lend patentable weight to the claim, 
absent a functional relationship between the instructions and 
the composition. The action further states that the 
instructions are a limitation of intended use, that the 
composition of conkle, et al. is capable of performing the 
intended use, and that it therefore meets the claim. 22 

Applicants submit that the instructions in the kit of claim 
113 do not constitute a mere intended use, but instead are 
functionally related to the composition, and therefore should be 
given patentable weight. As stated by the Federal Circuit in In 
re Gultck, "Under section 103, the board cannot dissect a claim, 
excise the printed matter from it, and declare the remaining 
portion of the mutilated claim to be unpatentable. The claim 
m ust be read as a whole."" Furthermore, "Ulhe fact that 
printed matter by itself is not patentable subject matter, 
because non- statutory, is no reason for ignoring it when the 
claim is directed to a combination. 1,24 

The compositions of the invention may be administered by a 
variety of routes, and may require dilution before 
administration. 25 The instructions in claim 113 deal with these 
physical alternatives and, thus, allow the user of the kit to 
gain the additional benefit of a properly prepared and 
administered composition. Claim 113 is thus patentable under 35 
U.S.C. §102 over Conkle, et al. for this additional reason. 



" see p. 2-3, and p. 10, §E of final Office action 
In re GiUacJc, 217 USPQ 401, 403 (Fed. Clr. 1983) 



Specification, p. 46, In. 1S-20. 
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Claims 114-116 and 118-119 depend directly or indirectly 
from claim 113 and are thus patentable for the same reasons as 
set forth above for claim 113 as well as for the additional 
elements they require. 

Claim 139 

The final Office action rejects claim I39 2e on the basis 
that the phrase "a ratio defined by the minimum immunizing dose 
and amount determined ny storage [half] -life determinations - is 
inherent and is a limitation of intended use. 27 

as discussed above, claim 139 depends indirectly on claim 1 
and is thus patentable for the same reasons as set forth above 
for claim 1. It is respectfully submitted that the 
patentability of claim 139 is fully established on the same 
basis as claim 1, so that no further response is properly 
necessary. 

Additionally, applicants respectfully submit that the 
phrase "...a ratio defined by the minimum immunizing dose and 
amount determined by storage half-life determinations" is a 
quantification of a dosage amount contained in the composition, 
not a mere limitation of intended use. Such quantification 
cannot be found inherently in Conkle, et al. based on the 
reference's general disclosure that encysted protozoa oocysts 
including Eimeria maxima, E. mitis, E. teneJUa, E. acervulma, 
B brunetti, E. necatrix, E. precox, and mixtures thereof can 
be given in a single vaccine. There is no remote connection 
between this disclosure and the combination of ratio and amounts 
that is claimed. 

eaid composition c ^P" seS /™!,f ratio del "ed by the minimum 
Eimeri* maxima, and £iineri a fc f h5 UlllJl half life determinations, 

immunizing doee and amount <tete™ined ^ storage half 
» See p. 2, and p. 11, §F of final office action. 
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Not only is quantification defined by the ratio and amounts 
specified in claim 139 entirely structural, but it also imparts 
a critically desirable feature to the claimed composition. 
Since a certain number of sporulated oocysts cease to be 
functional as they age, providing a quantity of sporulated 
oocysts as defined by claim 139 helps to assure that quantity of 
viable oocysts will be sufficient for the vaccine to be 
effective when used. For this purpose, the minimum number of 
sporulated oocysts of each Eimeria species in the composition 
may be determined using the minimum immunizing dose and the 
storage half -life of the sporulated oocysts. As those skilled 
in the art will readily understand from applicants' 
specification, the half life defines the slope of the 
logarithmic decay curve. Back projection on this curve over a 
period corresponding to storage life defines the amount of 
oocysts that must be contained in the original dose package in 
order to assure that minimum immunizing dose remains on the day 
of administration. 28 By further, supplying the plural oocysts in 
ratios determined by their respective minimum immunizing doses, 
the claimed combination avoids supplying an excess of one 
species while supplying a sufficiency of all three, thus 
assuring efficacy without compromising bird performance. 

The Examiner has again provided no evidence whatsoever to 
support the contention that the claim limitation "a ratio 
defined by the minimum immunizing dose and amount determined by 
storage half-life determinations- is inherent in Conkle, et al. 
to establish inherency, "the examiner must provide a basis in 



= .*» number of speculate* oocysts per dose is furth er g^^g**? 
estimated half-life of the ^Porulat ed oocyte xn the £orage~ P ^ be 
claimed herein. As the s P°^ ate ^^f^T 8 ing!e species or combination 
2?£^?^i.VSK r h e^os!t 8 ionf?or P C onsumption that wiU 
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fact and/or technical reasoning to reasonably support the 
determination that the allegedly inherent characteristic 
necessarily flows from the teachings of the applied prior art." 
"The fact that a certain result or characteristic ma* occur or 
be present in the prior art is not sufficient to establish the 
inherency of that result or characteristic"" The Examiner has 
provided no such basis, in response to applicants arguments, 
the final Office action merely makes the general statement: 
-Vaccines are known as pharmaceutical compositions that are used 
to immunize subjects and are thereby given in immunizing doses 
and can include determination by storage half -life 
determinations."" With respect to oocyst half -life, this 
statement is supported solely by hindsight, not by any reference 
of record- 

Conkle, et al. do not so much as mention the problem of 
aging of sporulated oocysts during shipping and storage, much 
less how to determine a suitable amount of oocysts by storage 
half-life determinations, or ratios based on varying minimum- 
immunizing doses. Conkle, et al. can thus not be said to 
describe all the limitations of claim 139, and claim 139 is 
patentable for this further reason. 

in light of the foregoing, applicants respectfully request 
withdrawal of the rejection of claims 1, 4-22, 29-30, 113-116, 
118-119, 136-142, 146, 148-150, and 153-154 under 35 U.S.C. 
§102, and allowance of these claims. 



result in the minimum immunizing dose computed as a function of half-life 

determinations." id. at In. 21-27. T . aor ,^ 1dfi , lft64 (ad. Pat. App. & 

•» MPEP § 2112 (citing ex parte Levy, 17 U3PQ2d 1461, 1464 tea. w 
inter. 1990) (emphasis in original)). ir 1993)) . 

» MPBP §2112 (citing in re Rijckaert, 9 F.3d 1531, *«t a blished by 

» See p 11, section F of final Office action. 
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B Claims 1, 4-30, 113-116. 118-119, 136^143, 146, 148- 
^o. Ld li^ ^ rentable u^r M U.B-C. ^ ^Lf^E 
Sn^le. et al ■ <wo 00/50072 * in view of Brown, et al. (U.S. 
Patent No. 6,019,9 85) 

Claim 1 and Conkle, et al. are discussed above. 
Brown, et al. is directed to methods for improving 
immunization against coccidiosis and other bacterial, viral, or 
parasitic diseases in poultry. The method involves 
administering a solution of Propionibacterium acnes suspended in 
normal saline to a chick at age day 1 following hatching or, 
alternatively, injecting P. acnes in ovo at about day 18 of 
development. An anticoccidial vaccine may optionally also be 
administered to the chick. Significantly, Brown, et al- faxl to 
disclose or suggest an oocyst -containing composition that is 
substantially free of bacterial contaminants which 
are oresent in said source but have been separated 
from P said oocysts by tangential flow filtration of an 
acueous process medium containing said oocysts ana 
sSd bacterial contaminants using a filter ^mbrane 
naving a pore size such that sporulated oocysts cannot 
eSer the pores, but said bacterial contamxnants can 
pass through the pores." 
Rather, Brown, et al. is apparently relied on by the Examiner 
solely for its disclosure of P. acnes. Brown, et al. adds 
nothing to the teachings of Conkle. et al. Nor has the Examiner 
identified any other teaching of Brown, et al. that is relevant 
to the compositions as claimed herein. Thus, citation of the 
Brown, et al. reference would appear to have relevance only with 
respect to claims 23-28, 30, 142, and 143, which call for a 
component composition which ameliorates a decline in post- 
challenge performance, and specifically to claims 26-28 and 143 
which expressly call for the presence of P. acnes. 
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in any event, applicants respectfully submit that all 
claims are patentable over Conkle et al., and over any 
combination of Conkle, et al. and Brown, et al. under §103. 

AS explained above, the express exclusion of "bacterial 
contaminants which are present in said source" and the product- 
by-process limitations in claim 1 impose structural limitations 
on the claim that distinguish it from the cited references. In 
particular, the composition of claim 1 comprises a lower amount 
of non-viable bacterial contaminants than the composition of 
Conkle, et al. alone, or in combination with the P. acnes 
described in Brown, et al. Since there is no disclosure or 
suggestion in either Conkle, et al. or in Brown, et al. of 
oocyst containing compositions that are substantially free of 
bacterial contaminants which are present in a source but have 
been separated from the oocysts by tangential flow filtration of 
an aqueous process medium containing the oocysts and the 
bacterial contaminants using a filter membrane having a pore 
size such that sporulated oocysts cannot enter the pores, but 
the bacterial contaminants can pass through the pores, the cited 
references fail to teach or suggest all the limitations of clam 

Furthermore, there is no statement or suggestion in either 
of the cited references of the desirability of separating 
oocysts from non-viable bacterial or other contaminants that may 
be present in the composition or during processing. As 
discussed above, Conkle, et al. are satisfied with killing the 
bacteria and do nothing to remove non-viable bacterial 
contaminants. They merely disclose washing oocysts following 
spoliation to ^duce the residual oxidant nonnentration to an 
a „c e ptable level . There is no recognition in Conkle, et al. of 
the desirability of producing a composition with a reduced 
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amount of non-viable bacterial contaminants nor any suggestion 
as to bow such a composition could be produced. There is 
likewise no such recognition in Brown, et al., which merely 
discloses administering P. acnes to chicks in ovo or following 
hatching. Brown, et al. state that hatched chicks may also be 
administered an anti-coccidial vaccine in combination with the 
P acnes, but do not disclose anything about dosage, or for that 
matter anything about the composition of the vaccine beyond the 
fact that it contains "killed or weakened pathogenic 
microorganisms. ■» Brown, et al. do not suggest removing any 
non-viable bacterial contaminants from the vaccine, much less 
reducing them to the level that is achieved by tangential flow 
filtration as defined in applicants' claims. 

in addition, the composition of claim 1 provides an 
advantage over other compositions (such as the composition of 
conkle, et al. alone or in combination with the P. acnes of 
Brown, et al.) in that the lower amount of non-viable bacterial 
contaminants reduces the risk that animals administered the 
composition will experience a pyrogenic reaction. Applicants 
thus submit that the composition of claim 1 has an unexpected 
and unique property (in this instance lower amount of non-viable 
bacterial contaminants that results in freedom from an adverse 
side effect inherent in the compositions of the cited 
references) that further distinguishes it from the compositions 
disclosed in the cited references. 

Conkle, et al. (alone or in combination with the P. acnes 
of Brown, et al . ) create no basis for one skilled in the art to 
expect that a coccidiosis vaccine comprising oocysts but 
substantially free of bacterial contaminants might be provided, 
or could feasibly be provided, or would serve any purpose if at 



> 3 Brown, et al. at col. 2, lines 46-47. 



9.G 
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were provided. Only with the hindsight afforded by applicants 
invention can it be seen that there is any need or purpose to 
provide a vaccine free of bacterial contaminants that include 
dead bacteria and cellular debris. And only with the hindsight 
afforded by applicants teachings can it be seen that such a 
vaccine can feasibly be provided, that it can be produced by 
tangential flow filtration using a membrane of a certain pore 
size , and that it provides the important advantage of bexng less 
susceptible to creating pyrogenic reactions than the vaccine of 
Conkle, et al. Thus, all claims should be deemed patentable 
under the authority of In re flrtf 114. 422 P. 2d 897, 164 USPQ 
636 (CCPA 1970) , in which a claim reciting -synthetic rubber" 
was held patentable over a disclosure of otherwise identical 
subject matter which comprised -natural rubber," despite the 
absence of any identified structural difference. As stated by 
Judge Lane: 

we now turn to the examiner's view adopted by the 
BoaX that the synthetic product is so similar to the 
natural product, purified to ^"VJ^f? 1 ^ 
shown in Davis, as to be 'prima facia ^vious. We 
would agree with this conclusion as a tentative one 
based on similarity of structure and gross 
characteristics. However, such tentative conclusions 
of obviousness are rebutted in those instances where 
there was, at the time the invention was made, no 
known method or obvious method of making the claimed 
composition, or where the claimed composition x. found 
to possess unexpected characteristics. 

A fortiori, the vaccine of claim 1 herein should be found 
patentable where it recites definitive structural 
characteristics which distinguish it from Conkle, et al. and 
Brown, et al . , where Conkle, et al . and Brown, et al. fail to 
SU gge S t any method for producing the vaccine as defined in the 



» wakefield, 422 F.2d at 903. 
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claim, where reducing bacterial contamination provides a benefit 
of reducing the potential pyrogenicity, and where Conkle, et al. 
and Brown, et al. fail even to recognize the problem that can be 
caused by dead organisms and/or cellular debris or any need to 
deal with it. 

in light of the foregoing, applicants respectfully submit 
that claim 1 is patentable over Conkle, et al. and Brown, et 
al , either alone or in combination. 

Claims 4-8, 14-30, 113-116, 118-119, 136-143, 146, 148-150, 
and 153-154 depend either directly or indirectly from claim 1 
and are thus patentable for the same reasons as set forth above 
for claim 1 as well as for the additional elements they require. 

Claims 9 is similar to claim 1, except the composition 
contains at least about 300 oocysts per milliliter and less than 
about 0.002% by weight of alkali metal dichromate. Claxm 10 xs 
similar to claim 1, except the composition contains less than 
about 5.0 x 10-' of alkali metal dichromate per oocyst and has 
no limitation on the amount of oocysts per milliliter. Claims 9 
and 10, as well as claims 11-13 which depend either directly or 
indirectly from claim 10, are thus patentable for the same 
reasons as set forth above for claim 1, as well as for the 
additional elements they require. 

Claims 23, 30. and 142 

Claims 23, 30, and 142 are indirectly dependent on claxm 1, 
and are thus patentable for the same reasons as set forth above 
for claim 1. Furthermore, applicants again note that the 
Examiner has appeared to misinterpret claims 23, 30, and 142. 
stating that claim limitations such as "the composition 
ameliorates a decline in post -challenge performance" is being 
viewed as a limitation of intended use. 
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As noted above, the phrase -which ameliorates a decrease 
[or decline] in post-challenge performance" does not specify a 
mere property of the exposition as a whole, but instead defines 
an additional component of that composition by a functional 
characteristic which that component possesses. The phrase 
-which ameliorates a decrease [or decline] in post-challenge 
performance" thus does not refer to a mere intended use, but 
rather, to an ameliorating composition which is a component of 
the composition of claims 23, 30, and 142. 

Claim 139 

^ The Examiner has also stated with regard to claim 139 that 
the phrase "a ratio defined by the minimum immunizing dose and 
amount determined by storage half-life determinations" is a 
limitation of intended use- 34 

Claim 139 depends indirectly from claim 1 and is thus 
patentable for the same reasons as set forth above for claim 1. 
Furthermore, for the reasons set forth above, it is respectfully 
submitted that the phrase "-.a ratio defined by the minimum 
immunizing dose and amount determined by storage half -life 
determinations- is more than a mere limitation of intended use, 
but rather is a further structural limitation that quantifies 
the amounts of B. acervulitia, B. maxima, and E. tenella 
sporulated oocysts and ratios thereof that are present in the 
claimed composition. 

Additionally, the cited references fail to teach or suggest 
any ratio of B. acervulina, *. maxima, and E. tenella, present 
in their composition, nor do either of the cited references 
recognize the problem of aging of sporulated oocysts during 
shipping and storage, much less how to determine a suitable 



" see p. 12 of the final Office action. 
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amount of oocysts by Storage half -life determinations. Claim 
139 is thus patentable over the cited references for this 
additional reason. 




The substance of claim 1 is discussed above. 
Evans, et al. is directed to a method of vaccinating a 
domesticated bird against coccidiosis comprising administering 
in ovo an effective immunizing dose of live Siberia sporozoites 
or merozoites, or a mixture thereof. In describing the 
preparation of the vaccine, Evans, et al. state that oocysts may 
be suspended in potassium dichromate solution (2.5% w/v) during 
spoliation, and that the potassium dichromate is removed from 
the oocysts suspension "by repeated washings of the oocysts, 
which involves collection of oocysts by centrif ligation and 
resuspending in deionized or distilled water. « 35 

in particular, Evans, et al. fail to disclose or suggest a 
sporulated oocyst-containing composition that is substantially 
free of bacterial contaminants that are present in a source but 
that have been separated from the oocysts by tangential flow 
fitration of an aqueous process medium containing the oocysts 
and the bacterial contaminants using a filter membrane with a 
pore size small enough to prevent sporulated oocysts from 
entering the pores, bur large enough to allow bacteria to pass 

through the pores - 

For example, applicants note that Evans, et al. do not even 
disclose the use of tangential flow filtration, much less the 
use of a filter pore size small enough to prevent sporulated 



3S see Evans, et al . at p. 6, lines 1-5. 
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oocysts from entering the pores, but large enough to allow 
bacteria to pass through the pores. Evans, et al. do state that 
repeated washings, which involve collection of oocysts by 
centrifugation and resuspending in deionized or distilled water, 
may be used to remove the po tassium dichromate from the oocyst 
suspension,' 6 and that repeated washings may be used to remove 
sodium hypochlorite from the oocysts." But Evans, et al - do not 
suggest that such washings would remove non-viable contamxnants 
from the compositions, and there is no basis in the record to 
infer that the process described by Evans, et al - might 
inherently remove non-viable bacterial contaminants . In this 
regard, applicants note that the centrifugation of an oocyst 
suspension followed by resuspending in water will' not 
necessarily remove non- viable bacterial contaminants to the 
extent the tangential flow filtration described in claim 1 does; 
and, in any case, Evans, et al. fail to disclose centrifugation 
conditions that would be effective to retain bacterial 
contaminants in the centrate. 

Furthermore, Evans, et al . do not suggest: or recognize the 
desirability of separating the oocysts from non-viable bacterial 
or other contaminants that may be present in the oocyst 
suspension. Evans, et al . fail to even recognise the problems 
associated with oocyst - containing compositions that comprise 
non-viable bacteria or bacterial debris, much less how such 
problems may be addressed. 

Evans, et al. thus do not teach or suggest compositions 
that comprise sporulated oocysts that are substantially free of 
bacterial contaminants which are present in a source but have 
been separated from the oocysts by tangential flow filtration of 
an aqueous process medium containing the oocysts and the 



36 



See Evans, et al. at p. 6, lines 1-4. 
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bacterial contaminants (including non- viable bacterial 
contaminants) using a filter membrane having a pore size such 
that sporulated oocysts can not enter the pores, but bacteria 
can pass through the pores. Nor would the washings described by 
Evans, et al . inherently remove bacterial contaminants 
(including non-viable contaminants) from the sporulated oocysts. 
Evans betrays no consciousness of a need or purpose for removing 
bacterial contaminants and does not begin to specify conditions 
that might be effective for their removal. 

Taking a contrary view, applicants note that in the 
Response to Arguments section of the final Office action, the 
Examiner has asserted that Evans, et al . teach the removal of 
contaminants from the suspension comprising oocysts, citing p. 7 
of Evans, et al." Applicants respectfully note that p. 7 of 
Evans, et al. is describing the preparation and purification of 
merozoites, not oocysts, from host cellular debris. Tnus, the 
Examiner's assertion is in error. The passage cited is clearly 
not a disclosure of the removal of contaminants from a 
sporulated oocyst containing suspension. 

AS stated in MPEP §2131, a claim is anticipated under 35 
U.S.C. §102 only if each and eve ry element as set forth in the 
claim is found, either expressly or inherently described, in a 
single prior art reference. For the reasons discussed above. 
Evans, et al. fail to describe each and every element of claim 
1, and therefore do not anticipate claim 1. 

^.miner's Response to Applic a nts' Position on Novelty 
Additionally, the Examiner has again stated that "the 
purification or production of a product by a particular process 
does not impart novelty or unobviousness to a product when the 
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same product is taught by the prior art," and has required 
applicants to show an unexpected property of the claimed 
product, such as freedom from some restrictive element or 
adverse side effects inherent in the product of the prior art. 
But as explained above, the premise of this argument fails 
because here the "same product" is not taught by Evans, et al. 
FO r the reasons set forth above, applicants again submit that 
both the express exclusion of "bacterial contaminants which are 
present in said source" and the product -by-process limitations 
in claim 1 impose structural limitations on the claim that 
distinguish it from the cited reference, in particular, the 
oocysts in the composition of claim 1 contain a much lower 
amount of both viable and non-viable bacterial contaminants than 
would be present were the pore size used during tangential flow 
filtration small enough to retain bacteria as well as oocysts. 

Furthermore, contrary to the Examiner's assertion, 
applicant are not required to show any unexpected property of 
the claimed composition to overcome the instant novelty 
rejection. As noted above, a showing of "unexpected properties" 
i3 not necessary to establish novelty, but, rather, can be used 
ae secondary evidence to overcome a rejection for prima facie 
obviousness. Since the Examiner has neither entered a rejection 
under §103 (a) based on Evans, et al. alone nor offered any basis 
for prima facie obviousness of a coccidiosis vaccine comprising 
sporulated oocysts which is substantially free of bacterial 
contaminants, there is no burden on applicants to offer 

secondary evidence. 

The final Office action also suggests the need for *ide-by- 
side comparison of the claimed vaccine with Evans, et al. 40 



»» see o 21, §B of Che final office action. 

« See J'. 11, and p. 20-21. SB of the final Office action. 

*° see p. 21 of the final Office action. 
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However, as noted above, the need for such comparison could 
arise only if there were prima facie obviousness, which has not 
been shown (or for that matter even asserted) , and then only xfi 
experimental evidence were necessary to establish an unobvious 
difference from the prior art. As discussed above, in the 
present case, the substantial absence of bacterial contaminatxon 
in the composition of claim 1 is a material and unobvious 
difference from the compositions of Evans, etal., and flowing 
from that difference is an important difference in potential 
pyrogenicity. 

Since Evans, et al. fail to describe each and every element 
of claim i. Evans, et al. do not anticipate claim l. Applicants 
thus submit that claim 1 is patentable under 35 U.S.C. §102 (b) 

over Evans, et al. 

Claims 4-8, 14-22, 29-30, 113-116, 118-119, 136-142, 146, 
148-150, and 153-184 depend either directly or indirectly from 
claim 1 and are thus patentable for the same reasons as set 
forth above for claim 1 as well as for the additional elements 
they require. 

Claim 9 is similar to claim 1, except the composition 
contains at least about 300 oocysts per milliliter and less than 
about 0.002% by weight of alkali metal dichromate. Claim 10 is 
similar to claim 1, except the composition contains less than 
about 5.0 x 10- 3 pg of alkali metal dichromate per oocyst and has 
no limitation on the amount of oocysts per milliliter. Claims 9 
and 10, as well as claims 11-13 which depend either directly or 

indirectly from claim 10, are patentable for the same reasons as 

set forth above for claim 1. 

n^rtm 30, 113-116, 118-119, 139, and 142 
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The final Office action also reiterates previous comment9 
that the phrase "the composition ameliorates a decline or 
decrease in post- challenge performance" (as applied to claims 30 
and 142), that the phrase "a ratio is defined by the minimum 
immunizing dose and amount determined by storage [half] -life 
determinations" (as applied to claim 139), and that kits and 
package inserts (as applied to claims 113-116 and 118-119) are 
being viewed as limitations of intended use/ 1 In response to 
these comments, applicants refer to the arguments made above 
with respect to Conkle, at al.. and submit that a 3 imilar line 
of reasoning applies in the context of the Evans, et al. 
reference- 

in light of the foregoing, applicants respectfully request 
withdrawal of the rejection of claims X, 4-22, 29-30, 113-116, 
118-119, 136-142, 146, 148-150, and 153-154 under 35 O.S.C. 
§102 (b) and allowance of these claims. 

D Claims 1. 4-30. 113-116. 118-119. 136^143, 146, 148- 
150, ^ xjtg O ii jjtjgSji under ^ TT.8.C • ■»» 'ft ^^ 
Evans, et al ■ (WO 96/40 234) in view of Brown, t al. (UO L 
Patent No- 6.019,985) 

Claim 1, Evans, et al., and Brown, et al. are discussed 
above . 

Brown, et al. is apparently relied on by the Examiner 
primarily as suggesting the incorporation of P. acnes into the 
compositions of Evans, et al. However, other than the 
disclosure of P. acnes, the Examiner has not identified any 
other teaching of Brown, et al. that is relevant to the 
compositions as claimed herein. Thus, applicants again note 



♦ l See p. 17 of the final Office action. 
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that citation of the Brown, et al. reference would appear to 
have relevance only with respect to claims 23-28, 30, 142, and 
143, which call for a component composition which ameliorates a 
decline in post-challenge performance, and specifically to 
claims 26-28 and 143 which expressly call for the presence of P. 
acnes . 

in any event, applicants respectfully submit that all 
claims are patentable over Evans, et al., and over any 
combination of Evans, et al. and Brown, et al. under §103. 

For the reasons set forth above, applicants again submit 
that the express exclusion of "bacterial contaminants which are 
present in said source- and the product -by-process limitations 
in claim 1 impose a structural limitation on the claim that 
distinguishes it from the cited references. In particular, the 
composition of claim 1 contains a much lower amount of bacterial 
contaminants (both viable and non-viable) than would be present 
were the pore size small enough to retain bacteria as well as 
oocysts. Since there is no disclosure or suggestion in either 
Evans, et al. or in Brown, et al. (nor any motivation to modify 
the cited references) of oocyst containing compositions that are 
substantially free of bacterial contaminants which are present 
in a source but have been separated from the oocysts by 
tangential flow filtration of an aqueous process medium 
containing the oocysts and the bacterial contaminants using a 
filter membrane having a pore size such that sporulated oocysts 
cannot enter the pores, but the bacterial contaminants can pass 
through the pores, the cited references fail to teach or suggest 
all the limitations of claim 1- 

Furthermore, there is no statement or suggestion in either 
of the cited references of the desirability of separating 
oocysts from non-viable bacterial or other contaminants that may 



PAGE 40/58 ' RCVDAT 412120074:51:14 PM [Eastern Daylight Time]* SVR:U$PTO*FXRM/36 ' DNIS:2738300 * CSID:3142314342 * DURATION (mm*s):1(M4 



APR-02-2007 HON 04:58 PM SENNIGER POWERS FAX NO. 3142314342 



NVI 5183-1 
PATENT 

be present in the composition or during processing. As 
discussed above, Evans, et al. disclose repeated washings, which 
involve collection of oocysts by centrifugation and resuspending 
in deionized or distilled water, to remove the potassium 
dichromate from the oocyst suspension or to remove sodium 
hypochlorite from the oocysts. There is no recognition in 
Evans, et al. of the desirability of producing a composition 
comprising sporulated oocysts that has a reduced amount of non- 
viable bacterial contaminants nor any suggestion as to how such 
a composition could be produced. There is likewise no such 
recognition in Brown, et al., which merely discloses 
administering P. acnes to chicks in ovo or following hatching. 
Brown, et al . state that hatched chicks may also be administered 
an anti-coccidial vaccine in combination with the P. acnes, but 
do not disclose or suggest removing non-viable bacterial 
contaminants from the vaccine, much less how a composition with 
a reduced amount of non-viable bacterial contaminants could be 
produced. 

in addition, as discussed above, the composition of claim 1 
provides an advantage over other compositions (such as any 
sporulated oocyst containing composition of Evans, et al. alone 
or in combination with the P. acnes of Brown, et al.) in that 
the lower amount of non-viable bacterial contaminants reduces 
the risk that animals administered the composition will 
experience a pyrogenic reaction. Applicants thus submit that 
the composition of claim 1 has an unexpected and unique property 
(in this instance lower amounts of non-viable bacterial 
contaminants that results in freedom from an adverse side effect 
inherent in the sporulated oocyst -containing compositions of the 
cited references) that further distinguishes it from the 
compositions disclosed in the cited references. 
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in light of the foregoing, applicants respectfully submit 
that claim 1 is patentable over Evans, et al. and Brown, et al., 
either alone or in combination. 

Claims 4-8, 14-30, 113-116, 118-119. 136-143, 146, 148-150, 

and 153-154 depend either directly or indirectly from claim 1 
and are thus patentable for the same reasons as set forth above 
for claim 1 as well as for the additional elements they require. 

Claims 9 is similar to claim 1, except the composition 
contains at least about 300 oocysts per milliliter and less than 
about 0.002% by weight of alkali metal dichromate. Claim 10 is 
similar to claim 1, except the composition contains less than 
about 5.0 x 10' 3 ug of alkali metal dichromate per oocyst and has 
no limitation on the amount of oocysts per milliliter. Claims 9 
and 10, as well as claims 11-13 "hich depend either directly or 
indirectly from claim 10 , are thus patentable for the same 
reasons as set forth above for claim 1. 

Claims 23. 30, and 142 

Claims 23, 30, and 142 are indirectly dependent on claxm 1, 
and are thus patentable for the same reasons as set forth above 
for claim 1. Furthermore, applicants again note that the 
Examiner has appeared to misinterpret claims 23, 30, and 142, 
stating that claim limitations such as "the composition 
ameliorates a decline in post -challenge performance" is being 
viewed as a limitation of intended use." For. the reasons set 
forth above, applicants respectfully submit that the phrase 
-which ameliorates a decrease [or decline] in post -challenge 
performance" does not refer to a mere intended use, but rather, 
to an ameliorating composition which is a component of the 
composition of claims 23, 30, and 142. 



« See p. 22 of the final Office action. 
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Claim 139 

The Examiner has also again stated with regard to claxm 139 
that the phrase "a ratio defined by the minimum immunizing dose 
and amount determined by storage half-life determinations" x. a 
limitation of intended use." 

As discussed above, claim 13 9 depends indirectly from claim 
1 and is thus patentable for the same reasons as set forth above 
for claim 1. Furthermore, for the reasons set forth above, it 
is respectfully submitted that the phrase "...a ratio defined by 
the minimum immunizing dose and amount determined by storage 
half-life determinations" ,is more than a mere limitation of 
intended use. but rather is a structural limitation that 
quantifies the amounts of *. acervulina, B. and B. 

ten.lla sporulated oocysts and ratios thereof that are present • 
in the claimed composition. 

Additionally, the cited references fail to teach or suggest 
any ratio of E. acervulina, E. maxima, and E. tenella, present 
in their compositions, nor do either of the cited references 
recognize the problem of aging of sporulated oocysts during 
shipping and storage, much less how to determine a suitable 
amount of oocysts by storage half -life determinations. Claxm 
139 is thus patentable over the cited references for this 
additional reason. 



« see p. 22 of the final office action. 
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VIII ♦ Conclusion 



Anticipation of Claire 1, 4-22. 29-30, 113-116. 118-119. 
136-142, 146, 148-150, and 153-154 has not been established 
pursuant to 35 U.S.C. § 102, because the Examiner has failed to 
shOW a prior art reference disclosing each and every element of 
Claims 1, 4-22, 29-30, 113-116, 118-119, 136-142, 146, 148-150, 
and 153-154. Furthermore, a prima facie case of obviousness has 
not been established pursuant to 35 U.S.C. § 103, because the 
cited art fails to disclose, teach and/or suggest all the 
elements of claims 1, 4-30, 113-116, 118-119, 136-143, 146, 148- 
150 and 153-154. For these reasons, and for those more fully 
stated above, applicants respectfully request the rejections be 
reversed and claims 1, 4-30, 113-116, 118-119, 136-143, 146, 
148-150, and 153-154 be allowed. 

With regard to the Notification of Non-Compliant Appeal 
Brief, the Office has objected to the inclusion in the Appeal 
Brief of a citation to the references Schwartz, -Diaf iltratxon; 
A Fast, Efficient Method for Desalting, or Buffer Exchange of 
Biological Samples," Pall Life Sciences, and Ohawan, 
"Ultrafiltration," 

htt p://www. g r P liedmembran^ ~W about ultrafiltration.htm. 
Mention of these references has been removed from the Evidence 
Appendix and from page 9 of the Appeal Brief. In light of these 
amendments, applicants submit that the objection to the Appeal 
Brief has been overcome. 
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The Commissioner is hereby authorized to charge any fees 
which may he required to Deposit Account No. 19-1345. 



JKR/LJH/cms 
By BFS 



Respectfully submitted, 




,hn K. Roedel, Jr., Reg. No. 25,914 
SENNIGER, POWERS 
One Metropolitan Square, 16 th Floor 
St. Louis, Missouri 63102 
(314) 231-5400 
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CLAIMS APPENDIX 

1. (previously presented) A composition for the 
prevention or control of coccidiosis comprising viable 
sporulated oocysts that are derived from an oocysts source 
comprising bacterial contamination and comprise at least one 
species of protozoa known to cause coccidiosis. wherein said 
composition is sterile and contains at least about 10,000 
oocysts per milliliter and less than about 0.4% by weight of 
alkali metal dichromate, said composition being substantially 
free of bacterial contaminants which are present in said source 
but have been separated from said oocysts by tangential flow 
filtration of an aqueous process medium containing said oocysts 
and said bacterial contaminants using a filter membrane having a 
pore size such that sporulated oocysts cannot enter the pores, 
but said bacterial contaminants can pass through the pores . 

2. (cancelled) 

3. (cancelled) 

4. (previously presented) A composition as set forth in 
claim 1 wherein the composition contains less than about 0.2% by 
weight of alkali metal dichromate. 
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5. (original) A composition as set forth in claim 
wherein the composition contains less than about 0.1% by weight 
of alkali metal dichromate. 

6. (previously presented) A composition as set forth in 
claim 1 wherein said composition is substantially free of alkali 
metal dichromate. 

7. (original) A composition as set forth in claim 1 
wherein said composition contains less than about 0.3% by weight 
of dichromate ion. 

8. (original) A composition as set forth in claim 7 
wherein said composition contains less than about 0.15% by 
weight of hexavalent chromium. 

9. (previously presented) a composition for the 
prevention or control of coccidiosis comprising viable 
sporulated oocysts that are derived from an oocysts source 
comprising bacterial contamination and comprise at least one 
species of protozoa known to cause coccidiosis, wherein said 
composition is sterile and contains at least about 300 oocysts 
per milliliter and less than about 0.002% by weight of alkali 
metal dichromate, said composition being substantially free of 
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bacterial contaminants which are present in said source hut have 
b een separated from said oocysts by tangential flow filtration 
of an aqueou 3 process medium containing said oocysts and said 
bacterial contaminants using a filter membrane having a pore 
size such that sporulated oocysts cannot enter the pores, but 
said bacterial contaminants can pass through the pores . 

10. (previously presented) A composition for the 
prevention or control of coccidiosis comprising viable 
sporulated oocysts that are derived from an oocysts source 
comprising bacterial contamination and comprise at least one 
species of protozoa known to cause coccidiosis, wherein said 
composition is sterile and contains less than about 5.0 x 10" pg 
of alkali metal dichromate per oocyst, said composition being 
substantially free of bacterial contaminants which are present 
in said source but have been separated from said oocysts by 
tangential flow filtration of an aqueous process medium 
containing said oocysts and said bacterial contaminants using a 
filter membrane having a pore size such that sporulated oocysts 
cannot enter the pores, but said bacterial contaminants can pass 
through the pores. 
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11. (original) A composition as set forth in claim 10 
wherein said composition is sterile and contains less than about 
3.8 x 10" 3 fig of alkali metal dichromate per oocyst. 

12. (original) composition as set forth in of claim 11 
wherein said composition is sterile and contains less than about 
1.3 x 10" 3 »<3 of alkali metal dichromate per oocyst. 

13. (original) A composition as set forth in of claim 12 
wherein said composition is sterile and contains less than about 
6.3 x 10" 5 of alkali metal dichromate per oocyst. 

14. (original) A composition as set forth in claim 1, 
further comprising a diluent. 

15. (original) A composition as set forth in claim 14, 
wherein the diluent comprises water. 

16. (original) A composition as set forth in claim 15, 
wherein the aqueous diluent comprises 0.5X phosphate buffered 
saline. 

17. (original) A composition as set forth in claim 16 
further comprising a buffer. 
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18. (original) A composition as set forth in claim 17, 
wherein said buffer is selected from the group consisting of 
phosphate buffer, bicarbonate buffer, citric acid and tris 
buffers. 

19. (previously presented) A composition as set forth in 
claim 17, wherein said buffer controls pH between about 7.0 and 
about 7.8. 

20. (original) A composition as set forth in claim 14, 
further comprising a bactericide. 

21. (original) A composition as set forth in claim 20, 
wherein said bactericide is selected from the group consisting 
of potassium perchlorate, sodium hypochlorite, hydrochlorous 
acid, sodium hydroxide and antibiotics. 

22. (original) A composition as set forth in of claim 21, 
wherein said composition contains from about 0.1 to about 0.75 
wt% potassium perchlorate, and/or from about 0.001 to about 0.01 
wt% sodium hypochlorite, and/or from about 1 to about 5 ppm 
hyarochlorous acid, and/or from about 0.5 to about 1.5 mM sodium 
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hydroxide and/or from about 20 to about 30 ug/ml gentamicin, in 
the final composition. 

23. (original) A condition as set forth in claim 14. 
further comprising a composition that ameliorates a decline in 
post challenge performance. 

24. (original) A composition as set forth in claim 23, 
wherein said composition is selected from the group consisting 
of Alum, Freund's adjuvant, calcium phosphate, beryllium 
hydroxide, dimethyl dioctadecyl ammonium bromide, saponins, 
polyanions, Quil A, inulin, lipopolysaccharide endotoxins, 
liposomes, lysolecithins, zymosan, propionibacteria, 
mycobacteria, inter leukin l, interleukin 2, interleukin 4, 
interleukin 6, interleukin 12, interferon «, interferon y. and 
granulocyte colony stimulating factor. 

25. (original) A composition as set forth in claim 23, 
wherein said composition is selected from the group consisting 
of cytokines, growth factors, chemokines, mitogens and 
adjuvants . 

26. (original) A composition as set forth in claim 25, 
wherein said composition comprises Propionibacterium acnes. 
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27. (original) A composition as set forth in claim 26, 
wherein said composition contains at least about 3.0 milligrams 
(dry weight) of P. acnes per milliliter. 

28. (original) A composition as set forth in claim 26, 
wherein said composition contains at least about 30 milligrams 
(dry weight) of P. acnes per milliliter. 

29. (previously presented) A composition as set forth in 

claim 1 comprising: 

viable sporulated oocysts of at least one species of 

protozoa known to cause coccidiosis, 

a diluent, 

a buffer, and 

a bactericide, 

wherein said composition contains about 10,000 oocysts pers 
milliliter and less than about 0.4% weight to volume of alkali 
metal dichromate. 



30 . 



(original) A composition as set forth in claim 29, 
further comprising a composition that ameliorates a decline in 
post challenge performance. 
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Claims 31-112. (cancelled) 



113. (previously presented) A kit for the prevention or 
control of coccidiosis comprising, 

the composition of claim 1; and 

instructions for administration of said composition to an 
animal . 

114. (original) A kit as set forth in claim 113 
containing less than about 0.3% by weight of dichromate ion. 

115. (original) A kit as set forth in claim 113 
containing less than about 0.15% by weight of hexavalent 
chromium. 

116. (previously presented) A kit as set forth in claim 
113 wherein said composition is substantially free of alkali 
metal dichromate. 

117 . (cancelled) . 

118. (previously presented) A kit as set forth in claim 
113, further comprising: 
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a diluent:, wherein said diluent is substantially free of 

alkali metal dichromate; and 

instructions for mixing said diluent with said composition 

to form a mixture. 

119. (original) A kit according to claim 118, wherein 
said diluent comprises a sterile diluent. 

Claims 120-135. (cancelled). 

136. (previously presented) A composition as set forth in 
claim 1, said composition having been made by: 

introducing into an aqueous spoliation medium oocysts of 
at least one species of protozoa known to cause coccidiosis; 

incubating said oocysts in said aqueous spoliation medium, 
thereby causing sporulation of oocysts; and 

introducing an oxidizing agent into said medium so that the 
average dissolved oxygen content during sporulation is 
maintained at at least 30% of saturation; 

wherein said composition is substantially free of alkali 
metal dichromate. 

137 (previously presented) A composition as set forth in 
claim 136 wherein said composition comprises viable sporulated 
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oocysts from a species of Eimeria selected from the group 
consisting of Eimeria acervulina, Eimeria maxima, and Eimeria 
tenella. 

■ 138. (previously presented) A composition as set forth in 
claim 137 wherein said composition comprises viable sporulated 
oocysts of Eimeria acervulina, Eimeria maxima, and Eimeria 

139. (previously presented) A composition as set forth in 
claim 137 wherein said composition comprises viable sporulated 
oocysts of Eimeria acervulina, Eimeria maxima, and Eimeria 
tenella in a ratio defined by the minimum immunizing dose and 
amount determined by storage half life determinations . 

140. (previously presented) A composition as set forth in 
claim 137 wherein said composition comprises at least about 1.25 
x 10-* viable sporulated oocysts per milliliter. 

141. (previously presented) The composition as set forth 
in claim 137 wherein said composition is substantially free of 
added bactericide. 
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142. (original) A composition as set forth in claim 137 
comprising a composition which ameliorates a decrease in post 
challenge performance. 

143. (original) A composition as set forth in claim 142 
wherein said composition comprises Proprionihacterium acnes. 

144. (withdrawn) A composition comprising: 

viable, sporulated oocysts of at least one species of 
coccidial protozoa; and 

an anti foaming agent. 

145. (withdrawn) A composition as set forth in claim 144 
wherein said anti foaming agent is Antifoam A. 



146 



(previously presented) A composition as set forth in 
claim 1 wherein said aqueous process medium is an aqueous 
sporulation medium. 



147. (cancelled) 



148. (previously presented) A composition as set forth in 
claim 1 further comprising: 
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a pharmaceutical^ acceptable carrier, diluent, or 
excipient; wherein said composition is substantially free of 
potassium dichromate. 

149. (previously presented) The composition of claim 146 
wherein the pore size is approximately 5 microns or greater. 

150. {previously presented) The composition of claim 14 9 
wherein the pore size is approximately 10 microns. 

151. (cancelled) . 

152 . (cancelled) . 

153. (previously presented) The composition of claim 1 
wherein the pore size is approximately 5 microns or greater. 

154 . (previously presented) The composition of claim 1 
wherein the pore size is approximately 10 microns. 
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EVIDENCE APPENDIX 

None . 

RELATED PROCEEDING S APPENDIX 

None . 
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